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BACKGROUND OBJECTIVES AND ENDPOINTS

m For patients with hormone receptor—positive (HR+)/human epidermal growth factor receptor 2—negative (HER2-) advanced

TRIAL STATUS

breast cancer (ABC), first-line treatment includes a cyclin-dependent kinase 4/6 (CDK4/6) inhibitor plus endocrine therapy (ET). STUDY 1 - VI_KTORIA | > curre.ntly recruiting | | | | | | |
Although endocrine-sensitive disease is associated with a median progression-free survival (PFS) of ~¥25-28 months, outcomes Primary Objective O 'gla| locations: United States,l Arger|1t|na, Australia, |3|e|g(;|um, Bulglarla, Chma’scze:\hla’ Der;mark, Finland, hFrc'i\nCs,
j j i ine-resi ' ' i ithi i 1-4 ermany, Greece, Hungary, ltaly, Malaysia, Mexico, Poland, Portugal, Romania, South Korea, Spain, Taiwan, Thailand,
are. poorer in patients \fwth endocrlne.re5|stan’F filsease, dEme(.j as rec.urrencc.e durmg or within 12 r.n.onths of adjuvant. ET.. | - Compa.re. the efficacy, as measured by I?FS I.oy. innded. indepgndent central review (I.?:ICR), ,Of gedqtolisib corT\bined. with Turkey Jnited Kingdomg. )/ )/ y g P
m To improve outcomes in both endocrine-sensitive and endocrine-resistant first-line ABC, the addition of a phosphoinositide palbociclib and fulvestrant (Arm A) vs ribociclib combined with fulvestrant (Arm B) in subjects with endocrine-resistant
3-kinase (P13K)/protein kinase B (AKT)/mechanistic target of rapamycin (mTOR) pathway (PAM pathway) inhibitor to palbociclib HR+/HER2- ABC who have not received any prior systemic anticancer therapy for advanced disease.

plus ET is being explored.

m Based on results from VIKTORIA-1 study 1, gedatolisib, a highly potent pan-PI3K/mTORC1/2 inhibitor is FDA approved in Key Secondary Objective

combination with fulvestrant, with or without palbociclib, for adults with HR+/HER2-, PIK3CA-WT locally advanced or O Compz?re the effi.cacy, Ee measured by OS, between Arm A and Arm B in subjects with HR+/HER2- ABC who have not received
metastatic breast cancer following progression on or after 21 line of endocrine therapy in the metastatic setting.>° any prior systemic anticancer therapy for advanced disease.
m Gedatolisib has also demonstrated clinical activity in the first-line setting; in a Phase 1b study of patients with treatment-naive Additional Secondary Objectives

ABC, gedatolisib + palbociclib + letrozole achieved an overall response rate of 85.2%, median PFS of 48.4 months, and median

overall survival (OS) of 77.3 months.”# m Compare antitumor activity, change in health status/quality of life, and safety/tolerability between Arm A and Arm B.

m Based on these findings, the Phase 3 VIKTORIA-2 trial was initiated to evaluate gedatolisib-based therapy in the first-line STUDY 2
treatment of HR+/HER2- ABC.

Primary Objective
m Compare the efficacy, as measured by PFS by BICR, of gedatolisib combined with palbociclib and letrozole (Arm C) vs ribociclib

MECHANISM OF ACTION combined with letrozole (Arm D) in subjects with endocrine-sensitive HR+/HER2- ABC who have not received any prior
systemic anticancer therapy for advanced disease.

Gedatolisib is a first-in-class PAM inhibitor with a highly
differentiated mechanism of action.’

Key Secondary Objective

m Compare the efficacy, as measured by OS, between Arm C and Arm D in subjects with HR+/HER2- ABC who have not received

m Gedatolisib is an intravenously (V) administered, multitarget PAM any prior systemic anticancer therapy for advanced disease.

pathway inhibitor that targets all class | PI3K isoforms (a, B, 6, and y)
and the mTOR complexes mTORC1 and mTORC2 resulting in
downstream inhibition of multiple effectors, including AKT.*%*

Additional Secondary Objectives

0000, m Compare antitumor activity, change in health status/quality of life, and safety/tolerability between Arm C and Arm D.
m This multitarget blockage of the PAM pathway leads to
antiproliferative effects in cancer cells regardless of PIK3CA, PTEN, / \
or AKT mutational status.* MTORCT  «— (L REFERENCES

ELIGIBILITY CRITERIA

KEY INCLUSION CRITERIA

\ mTORC2 /

m This mechanism may reduce the adaptive resistance that can

emerge with single-target PAM pathway inhibitors.* . Finn RS, et al. N Engl J Med. 2016:375(20):1925-1936.

. Sledge GW, et al. J Clin Oncol. 2017,35(25):2875-2884.

. Hortobagyi GN, et al. Ann Oncol. 2018:29(7):1541-1547.

Rugo HS, et al. Breast Cancer Res Treat. 2019;174(3):719-729.
m Progression of disease during prior ET: Hurvitz SA, et al. J Clin Oncol. 2026;44(12):1108-11109.

— Study 1: Endocrine-resistant ABC defined as disease progression while receiving adjuvant ET or within 12 months of completing adjuvant ET US Food and Drug Administration. FDA approves gedatolisib with fulvestrant, with or without palbociclib, for HR-positive,

VIKTORIA-2 TRIAL DESIGN OVERVIEW — Study 2: Endocrine-sensitive ABC defined as disease relapse or progression 212 months after completion of at least 2 years of (neo)adjuvant HER2-negative locally advanced or metastatic breast cancer. https://www.fda.gov/drugs/resources-information-
ET or de novo metastatic disease without prior ET exposure approved-drugs/fda-approves-gedatolisib-fulvestrant-or-without-palbociclib-hr-positive-her2-negative-locally. Accessed

m Adults >18 years of age

m Confirmed diagnosis of HR+/HER2- breast cancer that is or has progressed to ABC- locally advanced and not amenable to resection
and/or metastatic breast cancer

AKT, protein kinase B; GPCR, G protein—coupled receptor; mTORC, mechanistic target of rapamycin complex;
PI3K, phosphoinositide 3-kinase; PTEN, phosphatase and tensin homolog; RTK, receptor tyrosine kinase.

I

m VIKTORIA-2 (NCT06757634) is a multicenter, randomized, open-label Phase 3 trial evaluating the efficacy and safety of m Prior therapies permitted: (neo)adjuvant treatment with an aromatase inhibitor or tamoxifen; neo(adjuvant) fulvestrant only if the September 17, 2026
gedatolisib plus ET and palbociclib compared with ET and ribociclib as first-line therapy in patients with HR+/HER2- ABC. treatment duration was <6 months; (neo)adjuvant chemotherapy; (neo)adjuvant CDK4/6 inhibitor is allowed if the following criteria 7. Layman RM, et al. Lancet Oncol. 2024:25(4):474-487.
Participant§ a.re assigned to Study 1 (ET—resi.stan.t).or Study 2 (ET-sensitive) and rancpmized 1:1 to gedatolisib plu§ f.ulvestrant are met: | | | - | 8. Layman RM., et al. Lancet Oncol. 2025;26(7):e332-e333.
and palbociclib (Arm A) vs fulvestrant and ribociclib (Arm B) for Study 1 and gedatolisib plus letrozole and palbociclib (Arm C) — Study 1: If disease progression event occurred >6 months after completion of CDK4/6 inhibitor portion of treatment
vs letrozole and ribociclib (Arm D) for Study 2. — Study 2: If disease progression occurred >12 months after completion of CDK4/6 inhibitor portion of treatment 9. Alves CL, Ditzel HJ. Int J Mol Sci. 2023;24(5):4522.
r \ B m Confirmed diagnosis of estrogen receptor—positive and/or progesterone receptor—positive breast cancer as per American Society of 10. Venkatesan AM, et al. J Med Chem. 2010;53(6):2636-2645.
Eligibility Criteria: Gedatolisib: 180 g IV on::vr\r/‘e:dy; 2+ weoks on 1 wesk of |.=riFr:1FaSryBElg:p.oint: Clinical Oncology/College of American Patholoogists (ASCO-CAP) 2020 guidelines 11. Rossetti S, et al. NPJ Breast Cancer. 2024:10(1):40.
= Pre- & postmenopausal women & men Palbociclib: 125 mg daily; 21 days on, 7 days off Arm ,& VS A?fm B m Documented HER2- as per ASCO-CAP 2018 gwdance
= No prior therapy for advanced disease Study 1 Fulvestrant: 500 mg; cycle 1: Days 1 & 15, then every 4 weeks Secondary Endpoints: m Radiologically confirmed measurable disease according to RECIST v1.1 per local assessment
" Measurable disease, RECIST v1.1 Endocrine Resistant m Consent for collection of a fresh tumor biopsy, an archival tumor tissue sample, or a liquid biopsy collection for central assessment of

No prior PI3Ki, AKTi, or mTORI " OStAm Avs Arm B PIK3CA ' ' ified
, AKTi, Arm B . Response: Arm A vs Arm B mutation status via specified test

e EIITOCI:IIb:t6O5(()) (;ng daily; I211d=;ys on1, ;jlzyshoff o = Safety, tolerability, and QoL m Eastern Cooperative Oncology Group performance status of 0-2 DISCLOSURES
ulvestrant: mg; cycle 1: Days , then every 4 weeks between arms : . . .
» Endocrine resistant (ER): m Adequate bone marrow, hepatic, renal, and coagulation function as defined by acceptable laboratory parameters

N=440

Progressed on or recurred within m HbAlc <8%
12 months of completing adjuvant B m Giuseppe Curigliano declares grants/contracts from Merck; consulting fees from BMS, Roche, Pfizer, Novartis, Lilly,
:”Zocr"_‘e therap};_(ET()ES) Arm C o o KEY EXCLUSION CRITERIA AstraZeneca, Daiichi Sankyo, Merck, Seagen, Ellipsis, Gilead, and Menarini; payment or honoraria for lectures,
- naocrine sensitive . o rima napoint. . . - . . . . .
Sl Gr el eslen B2 el Gedatolisib: 180 mg IV once weekly; 3 weeks on, 1 week off _ PFS“ZBICR): m Prior treatment with PI3K, AKT, or mTOR inhibitors presentations, speakers bureaus, manuscript writing, or educational events from Lilly, Pfizer, Relay, Gilead, and Novartis;
?;t(ejrecr%?/gI?r?eotgs(,)t];gcir::egi)saed;:\e/avc;[tE(;rljt Ea:bomfhbz: ;25 rr(ljg ?ally; 21 days on, 7 days off Arm C vs Arm D m Prior treatment with a selective estrogen receptor degrader, except fulvestrant, used in the (neo)adjuvant setting and support for attending meetings and/or travel from Daiichi Sankyo.
etrozole: 2.5 mg daily . . _ _ : : : .1 : :
prior endocrine treatment exposure Endofrti‘:ggeznsitive _ Secondary Endpoints: m Prior treatment with systemic anticancer therapy for ABC m Corresponding author email address: giuseppe.curigliano@ieo.it
Patients manually assigned to N=740 ( - ) = OS: Arm C vs Arm D m Type 1 diabetes, or uncontrolled type 2 diabetes requiring daily insulin therapy for treatment of type 2 diabetes m Study sponsored by Celcuity.
rm n - . . .
Study 1 (ER) vs Study 2 (ES) based L N NEEPRIEIES (i) SV ({12 m Untreated or active brain or leptomeningeal metastases
on endocrine status Ribociclib: 600 mg daily; 21 days on, 7 days off = Safety, tolerability, and QoL . . . . . _ .
Letrozole: 2.5 mg daily SEthEEn Al m Advanced, symptomatic, visceral spread that poses risk of near-term, life-threatening complications 0 0
L m History of clinically significant cardiovascular abnormalities -
AT, protein Knase 8 ;B lnded indepedert ool revew: R, ndocrvosietar; £5, onorinesensivs T, andocie hrspy, . nzvenous: TR, mechanisi targeo prmycinniier; 05, overal suival m Pregnancy or breastfeeding Coiesf i psterobtaned trough O codeare o
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